PATENT COOPERATION TREATY 



PCX 

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 

(Chapter II of the Patent Cooperation Treaty) 

(PCX Article 36 and Rule 70) 



Applicant's or agent's file reference 
SP-P2092PC00 

International application No. 
PCT/EP2005/051241 



FOR FURTHER ACTION 



International filing date (dayAnonth^ear) 
17.03.2005 



See Forni PCT/1PEAM16 



Priority date (dayAnonth/year) 
19.03.2004 



International Patent Classification (IPC) or national classification and IPC 
INV. C07D209/12 C07D401X)6 A61K31A04 A61P9/10 A61P9/12 



Applicant 

SPEEDEL EXPERIMENTA AG et all. 



1 This report is the international preliminary examination report, established by this International Preliminary Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

3. This report is also accompanied by ANNEXES, comprising: 
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Supplemental Box. 

b □ (sent to the international Bureau only) a total of (indicate type and number of ^ 
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Box No, I Basis of the report 



1 . With regard to the language, this report is based on 

a the international application in the language in which it was filed 

□ a translation of the international application into , which is the language 
of a translation furnished for the purposes of: 

□ international search (under Rules 12.3(a) and 23.1(b)) 

□ publication of the international application (under Rule 12.4(a)) 

□ international preliminary examination (under Rules 55.2(a) andA>r 55.3(a)) 

2 With reqard to the elements* of the international application, this report is based on (replacement sheets which 
' have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as 'originally filed" and are not annexed to this report): 

Description, Pages 

1 .73 as originally filed 

Claims, Numbers 

1.^2 filed with telefax on 09. 1 1 .2005 

□ a sequence listing andybr any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 
n the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

□ This report has been established as if (some of) the amendments annexed to this report and listed tjelow 
had no^been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all af these sheets may be marked "superseded." 



4. 
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Box No. Ill Non-establishment of opinion witli regard to novelty, inventive step and industrial 
applicability . . 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

SI claims Nos. 12 (with regard to industrial applicability) 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed (specify). 

lEI no international search report has been established for the said claims Nos. 1 2 (with regard to industrial 
£ipplicability) 

□ a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

□ furnish a sequence listing on paper complying with the standard provided for in Annex C of the 
AdmhiislrSe Instructions, and such listing was not available to the International Preliminary 
Examining Authority in a form and manner acceptable to It. 

□ furnish a sequence listing in electronic form complying with the standard provided for iri Aniiex C 
of thl Administrative Instructions, and such listing was not available to the International Preliminary 
Examining Authority in a form and manner acceptable to it. 

□ pay the required late furnishing fee for the furnishing of a sequence listing in response to an 
invitation under Rules 13fer.1(a) or (b) and 13fer.2. 

□ a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did^not Sn the prescribed time limit, furnish such tables in electronic form complying with the technical 
requiren^^nts provided for in Annex C-bis of the Administrative Instructions, and such tables were not 
Sbte to the International Preliminary Examining Authority in a form and manner acceptable to it. 

n the tables related to the nucleotide andybr amino acid sequence listing, if in electronic form only, do not 
?omp& with th^^^^^ provided for in Annex C-bis of the Administrative Instmctions. 

See separate sheet for further details 
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Box No- V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 



Yes: Claims 
No: Claims 



1-6. 8-12 



Inventive step (IS) 



Yes: Claims 
No: Claims 



10-12 
1-9 



Industrial applicability (lA) 



Yes: Claims 
No: Claims 



1-11 



2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No, Vlil Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item III 

Non-establishment of opinion witii regard to novelty, inventive step and industrial 
applicability 

Claim 12 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no international preliminary examination 
will be carried out with respect to the industrial applicability of the subject-matter of this 
claim (Article 34(4)(a)(l) PCT). 



Re item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



V.I 



Cited documents 



D1: 



D2: 



D3: 



D4: 



WO 03/050073 A (ELAN PHARMACEUTICALS, INC; PHARMACIA & UPJOHN 
COMPANY; TENBRINK, RUTH;) 19 June 2003 (2003-06-19) 
WO 02/40007 A (NOVARTIS AG; NOVARTIS-ERFINDUNGEN 
VERWALTUNGSGESELLSCHAFT M.B.H; HEWIT) 23 May 2002 (2002-05-23) 
EP-A-0 678 503 (NOVARTIS-ERFINDUNGEN 

VERWALTUNGSGESELLSCHAFT M.B.H; NOVARTIS AG) 25 October 1995 
(1995-10-25) 

WOOD J M ET AL: "Structure-based design of aliskiren, a novel orally effective 
renin inhibitor" BIOCHEMICAL AND BIOPHYSICAL RESEARCH 
COMMUNICATIONS, ACADEMIC PRESS INC. ORLANDO, FL. US, vol. 308, 
no. 4, 5 September 2003 (2003-09-05), pages 698-705. XP004447169 ISSN: 
0006-291 X 

The indicated designations will be used throughout the examination procedure. 
V.2 Novelty 

V.2.1 The applicant has amended claim 1 such that it does no longer include the 
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definition that is a "polycyclic, unsaturated hydrocarbon radical". This part had been 
considered to overlap with the subject-matter of D1 , claims 3 and 4, where the 
corresponding moiety A can also be an optionally substituted naphthyl (see D1 , pages 281 
and 282). However, the part deleted from the definition of has now become the object 
of a newly introduced claim 7 (former claims 7 to 1 1 have been renumbered to claims 8 to 
12). It seems that the remaining definitions of the substituents R\ R^, R^, R'* and R* 
remained the same so that the overlapping subject-matter has not been deleted, but has 
only been transferred to the new claim 7. It is thus noted that a novelty-destroying 
overlapping portion is still present in the claims, namely the subject-matter of claim 7 
overlaps with the subject-matter of D1 , claims 3 and 4. Consequently, the subject-matter of 
claim 7 now on file cannot be considered novel. 

V.2.2 The subject-matter disclosed in D2 to D4 is not novelty-destroying since the 
compounds of D2 to D4 do not have the group NR^R^ in the very position as in the present 
compounds. 

V.3 Inventive step 

V.3.1 According to the description, the problem underlying the present application is 
to provide further compounds having renin-inhibitory activity and are therefore useful in the 
treatment of e.g hypertension, glaucoma and cognitive discorders. 

V.3.2 Concerning the pharmacological activity profile (the "mode of action"), D2 to D4 
are to be considered as closest prior art. However, as to the chemical structure, D1 , 
example 8 is considered as closest prior art since this compound differs from the present 
ones only in that the R^-corresponding moiety is unsubstituted phenyl, which is not 
included in the list of definitions given for in the application. Moreover, the compounds 
of D1 are also said to be useful in the treatment of cognitive disorders (see e.g. D1 , 
claim 50). The R*-corresponding moiety in D1 is A. This moiety A can be aryl, cycloalkyi, 
heteroaryl so that it is clear from D1 that this feature can be varied without loss of activity. 
In other words, the skilled person learns from D1 that the kind of the moiety A (in D1), 
which corresponds to R^ in the application, is not critical in view of the pharmacological 
activity. It is thus noted that with regard to the activity against cognitive disorders the 
compounds of the application are structurally obvious against the generic and specific 
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disclosure of D1 . With this teaching of D1 and with the knowledge of example 8 of the 
same document the skilled person arrives at the present subject-matter, I.e. compounds 
like example 8 of D1 where the phenyl moiety has been replaced or modified, in an 
obvious way. 

V.3.3 It could be argued that the present compounds are said to be useful in the 
treatment of a broader scope of medical conditions than what is said for the D1 
compounds (the D1 compounds are foreseen for the treatment of Alzheimer's and related 
diseases only). However, it is not credible that the mode of action of the D1 compounds is 
different from the present ones because it has not been made clear which very (unique) 
structural difference (that must be a feature of all claimed compounds) causes such 
possible activity difference. 

V.3.4 Therefore It follows that the present subject-matter of claim 1 and of the 
pharmaceutical claims 8 and 9 is an obvious result from the teaching of D1 , with regard to 
the structure and with regard to phamnaceutical activity, if the activity against cognitive 
disorders is considered. Inventive step cannot be thus acknowledged for the subject- 
matter of claims 1 , 8 and 9. 

V.3.5 Claims 2 to 7 (for claim 7, see also the paragraph "Novelty" above) do not bring 
additional technical features which could be considered as basis for the acknowledgement 
of an inventive step either. Therefore the subject-matter of claims 2 to 7 is considered not 
to be inventive either. 

V.4 Industrial applicability 

V.4.1 The subject-matter of claims 1-11 is industrially applicable. 

V.4.2 For the assessment of the present claim 1 2 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound for the 
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manufacture of a medicament for a new medical treatment. 



Re Item VIII 

Certain observations on the international application 

Vlil.1 In the claims, for the sal<e of clarity, the ternis "aryl". "heterocyclyl", "polycyclic, 
unsaturated hydrocarbon radical" should have been properly defined according to the 
description. 

VIII.2 In claims 1 and 7, the temn "prodrug" occurs, which is defined as to "release a 
compound of fonnula (I) by a chemical or physiological process". This amended definition 
of "prodrug" is not clear either, because it defines "prodrug", in temns of the result to be 
achieved and it must therefore be considered as a desideratum. 

Vlil.3 It is not clear why the claims now contain two independent compound claims 
(claims 1 and 7), both referring to formula (I), but having different definitions with regard to 

(it has been evaluated in point V.2.1 above that by the introduction of present claim 7 
the overlap against D1 is still present). 
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